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^ ^'J ^ ^ 



1. -nmm. ^^f7m.mmm$mmmmyi'^, i^-^^mmm 
3m.^mm^mm. ^^mmmmm^m^mmm^m^ ErbB-3 
^^ij]tg>vm, m.^mmErhB-3 m&mmmm^JMt>^^, f^^^m 

3. -mm-^ 1 mi^^Tj^. ^^mm^^m'^ ErbB-s gee^jsa 

i5'h^;t^:^. S5;^?&gg>ta. ^#li55 ErbB-3 116 fifjflfe^h^l^^fiD^m. 

4.1X^0^* 1 ^]e&6^;5'j4,^'t'^;f326 ErbB-3 g&meSEQ ID N0:1 

5. mm^im^^l^^, ^-t-f^f^E ErbB-3 SeStlJifi^h^tfe):^. 
§!4^I;&tg>T-a'aiSSEQ ID NO:2ggSEQ ID NO:3 ^mm^mM^BMo 

7. tJlf'Jg^ 1 ^^iW:^}*, ^■'t'^m ErbB-3 ^»t&Jt 

lSc#i^^ ErbB-3 seaU^S!, ^^lijg&^tMil^M^Wilt. 

9. ^^IJI^^ 1 fm&^lim, ^^^m ErbB-3 SS, ^^JifB^>t- 
ErbB-3 MS W^^, ^^Ij]tgitm;t-^l?#±^^^fl<3 
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12. mm^ 1 pm^mi, ^^m^m. -i^wmmmmmm 
S: 't±j3.i. Bin. m-Mim^. m^bm- mm. #> m. bmccak 

ii3t=> g^its ^5:^^. ^is^m. ym. rmmm^ 

±^m. m^. ob. mm. mm. mm. ^m. 
m^. mm^. Mm. mmm. mmm. 4^m. m^. m. m 
A. ^'^m. mm. ^m. mm., ^mmm^^^mnj^nmo 

13. mm^ 1 ^mm:^'i^, ^^^mm. )f^'^mMmm^m5& 
S: mm. w. mmm. ^mmmmmo 

14. mm^ 1 fm^:^'^. n^^^mm. f^^rmumm'^m^ 

n^M^}^^"^^ SEQ ID N0:2 ^ SEQ ID N0:3 '^PAi^^M.MM 



16. mm^ 15 Bi^m^^mmm)^^., ^^mmmm^Di^Ao 




17. m^i^ 15 m^m6^m^m)^m, ^^m^^^m^KNAo 

18. -^m^i> \^mm^mmm^ 16 mmmmm^^Wio 

19. —^mm. ^mmm^i&um'^^ IS m^&^mno 

20. i^mm^ 19 Bf^mmm, ^mMmmmm^ m^mm^ Km 

22. -nm:^±mi^ms&m!iik, mm&m.m^i^ETbB-3mm^ 

Jfi^'^l^ SEQ ID N0:2 ^ SEQ ID NO:3 ^0[^mW.mm}¥no 

23. -#f^©itf, mm^"^^'. 

ErbB-3 m^mm^bmmi., M^m^^^^"^^ SEQ ID N0:2 ^ SEQ 
IDNO:3^^a^6<]i(i-»MjT'Jl|; W 

b)-^.^ ErbB.3 mBmmi'\'^mm,m^:^m)^^-Kmmm7tm^ 

ii ) mi^mmm.mmmm±; m 

iii) :^iiJfS©^tf. 

24. umm^23 mm^mm, ^^-f+sfe-^ne. 

25. 24 m^mmm, ^'^^^'^i^m^^-^M^m 



28. -^mmm-^m, mK^m^^^mm^ 22 m^^m^±^ 

29. mm^2sm^mmm^'^^» ^-^^i^^mj^mmmi 

SEQ ID N0:2 ^ SEQ ID N0:3 ^^m^^^mf¥y^]o 

32. mmM^om^^iKi^, n&A^w^xmit^w. 

33. -^mmm.^m. ^^^^m^^i^mm^ 30 m^^i^m^^ 

34. 33 m-^^^-^m^mmu 
37. ■iSigffi'^ewjg^22 4';;f^6iiS2ts:±me<]^ 




38. mm^37pAj^mmm. m-t^^i^^^^Mmmu 
42. mm^^ipmmm^m, m-^^mm^±-^m^mmi^ 
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UiL ERBB-3 ^mmm'f-si^m^^^^^^m.-k^ 

^:^:^mm^r~^m ErbB-3 SS. liSi ErbB-3 gfi 

Rm^^-mj^^mm EThB-3 m^^m^b^¥^m&^u^, m^m^n 
ErbB-3 m&mm^hmm^-^iifim^^m^^^&^^w. m^M^ 

^m^'Mm^jE'B^^^mmo mat, mmm^^-^^m:^]oiMt^ 

ErbBs M'pm-m^wm^^n.mmm^ ErbB :<v#6<j^j3g#^)?t 
®j3&:tw^i*^^t?5tg^iii^ii^^^^. ^mm7K^±. ErbB^^ 



1 



^^ffi-flUfi^J ErbB S a , IP ErbB-K ErbB-2. ErbB-3 fO ErbB-4o 

(EGF) ^m\Rm^^^±ErbB-l WAftI5-t*:t-. ErbB-3 
ErbB-A^m^A^mW^-^, ^mn^'m^SB-l CNRG-Oo ErbB-2 
e<Jifi#S4-3^^S:W^m= I^M, ErbB-2 mffM^^^ ErbB-3. ErbB-4 
^ErbB-i Jg^^?!I-^#S<J^:5^l>i^^#^TM1?Se-i (NRG-1) m 

^^^^^'t^&4^m^'W^^mih^mo mR. ErbB-Sie ErbB-4 SBI5*c 
'm^A^WLM:^-^M^sTl^i^iM^m:&-\ (NRG-l) ^ ErbB-2 SB 6^ 

mmnmn&mmmmo T^mm.mmMJ ErbB-2. ErbB-s ErbB-4 

mji^:&-w^mim^h, x ErbB-2 ^a^5Sffi^#i«iMAi*M 
^rm-)^wm^mmm ErbB-2 usiia^jio ErbB-2 s^j^^^f 
3f?;:^m#m?^;534 ErbB-2 mM-mi$mm&m}^.^^s.^^m^mmp^ 
mmmmm.mBm±^\i^Mmmmito ^m:^ ErbB-2 sna:*:^ 
i^mAwm^'^'Rmmm^mj^^^^i^. ErbB-2 a^ji^sw 

fi^j|3.^,, Srfo^^TI't'^t:^^. ^W, ErbB-2 |H|M-lg#^ 

^ ErbB-2 mm^^hmmm^^mi^mmm-mwm^^tfiwmm. 

ErbB-2 ^ii6<]lt04fflJ3afi<)^-|^{fiEiS^a, MK^tfejUiJPIlhfi't'^^iafitJ^ 
-fe. mm^H^m ErbB-2 6tJl^^!I-il^tt.>F:j£lJt;^^aiJia^-fe^?Sf^ 

mo 

ErbB-2 'f^^t}^ ErbB-3 m ErbB-4 S#^-^6<J#^!ir: m#Sfi#6tl— 

^^Mfe-f^ffi. aa#. (NRG-i), w^;^m:BrWM^ 

-^^ ErbB-3 ErbB-4 ^^i^6<j|l^i*, ^ 
-^M^mmrn'M ErbB ^&ti^fK/F-t-6<]^^ntt. ^IsA, ErbB-3 




l£ ErbB-4 ^ ErbB-2 ^MB^M NRG-1 fulfil Ht##iS[ErbB-3 sE ErbB-4 
fP ErbB-2 mj^m^m~Mi^. ^^mWn, ErbB-2 m^M^^ 

ErbB Mfi^W^WSJ^^«M6<J^M#6l3*@S^ffiBrtfe#ilM:^ 

^= S^Wa^jErbB^eStJ^^^, ErbB-3 7^^— ^ZlSU, m^: i) 
ErbB-2 ErbB-3 mf^^^M—Mi^; n ) ^ffl ErbB-2 m ErbB-3 |WJ 

Ht^-f-fclffl^NIHSTS ErbB.2 ^Jfi^ifc^i^; i'ii) 

ErbB-2 xLMmit^M^&^%B^mmM., ErbB-3 ■tfe^iK!,tli^^3i; 
iv) ErbB-3 ErbB-2 ^^ftS/hm&tl ErbB-2 ^MMi^miim 

i^^^^!jfn^^lJ^it<2^5TT-^^tfigc^^=lm7^?7ffl?^fi<] ErbB-2 10/ 
ErbB-3 o »iJMg. WO 00/78347 7 Pllhs!o»J^M^fe-l^, X 

-m.mmf^mT^mm'p ErbB-2/ErbB-3 m^m~m.'^mM.,nm 

±miJ$.{> ErbB-2/ErbB-3 ^ -Mi^^m J^MT^m 

ErbB-2/ErbB-3 ^^m=.mi$mm^mmm, JAm&m±mmmm 

mmmM.^^ erbB-2 mmf^^n^-kmm^^ mm^m ^o.5,m,s59rj^ 
:^^n-f^m'¥-mn'm^ erbB-3 ^i^mifm::^'^cmm^m no.5, 968, 

511 ErbB-3 irL#» 

tt;e<] ErbB-3 mm^o ^mmR:^^:^mm^'^-:^mm^%^^m 

00137771.X) JS!±i erbB-3 ^m^^M^S^B. :^mA^%:^M 

ErbB-2/ErbB-3 mmj^m^-^wmm^^:^m^±mmu :^m^ 

mm 
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^^m.mm. W5?S[*6<jErbB-3®s, ^%JM^)n^, ^^mmEThB-3 

ErbB-3 Mflfi^h^^^J^^^IijfgJtlSl'aJS SEQ ID NO:2(ffl 5)^4 SEQ 

ETbB-3 m&mm^h^mm., mmjjm)^^. -i^ErbB-sgeM^hM*^ 

ErbB-3 WSai5'h^t^:^^^Ji]tgJt^&t)geM^tt. 1^ ErbB-3 gfi 
6<]fl&^h^t^i|!4S5c^?&tg>T-|S:'M^ SEQ ID N0:2 ^ SEQ ID NO:3 ^/f^fi^ 

b)-^ ErbB-3 ^^mm'^m'm:m}m.)^^-M.^mm. 
^^-■^iiM, ^'mm'SL-m-^'^, -i^ja^^ ErbB-3 g&e^iM 

^h^^^^i^i^Ji/tgK-^W— -i^ ErbB-3 SaS^] 
5ai^h^t^^sS^I;&|g>i^a'aM SEQ ID N0:2 SEQ ID NO:3 ^^f iS^llil. 

BjaSJi-^ 7 'S'^ ErbB-3 M&fiU^^h^|£)^^^iijlfe>ta:. 

^ 1 ^^B3 cDNA jy^lj (SEQIDNO:4)o 

a 2 iJi^ B3 M^^WPI^J^II^g^^htf^yi. %M 1 : Ikb m?iJ^(NEB). 

2-9: ffl BamHI/Xbal 3fd- DNA it^f ^^'liJiifc. f^T*3cit 5 ±fi<J 
%m\, ^W^-ftfe^Slti^^IElljSit. i7j(3t 10: ffi BamHI/Xbal 
pCDNA3 i^#ia=fT#.?i^iifco 



m 3 -ijiBJ B3 

1^ 4 im-^^m^^i^UR SDS-PAGE ^^ff B3 c 1-4: 

7708S,NEBo i^cit 6-7: C0S7 -^-i^fi^] B3 gS^iS. 
S 5^:^ B3 mM.&^J¥H (SEQ ID N0:2)o 
m 6 ^7jK DE3-1 cDNA ^iJ(SEQ ID N0:5). 
m 7 DE3-1 MfjiS<Jt^M« 



g 8 i^^Bj DE3-1 mmmmm^wmmi^muo mm. i: « 

BamHI/XhoI '?ft'ibS^I7 DE3-1 fi<J pGEX4T-l. 2: ffi BamHI/XhoI 
yft'f-t.M^lT DE3-1 6<]pET32ao ^MS: Ikb i^^J^CNEB), 

m 9 ij^Bj DE3-1 ^jifi^J SDS-PAGE ^^If^m= i'lcit 1= ^#ltl. 

^^^2: ^^/S.. 'M3: ^^3(314: jS^^a;gS^±?* o 

® 10 iJiBjDE3-l SDS-PAGE :5^|ff. vt 

3tl: ^Sa. ^lcit2-8: ^§a:NTAmiCM*^i3^fPM=t)Tttfi<]My^. 
51 11 *^DE3-l (SEQIDNO:3) 

m 12 nm^m^'^M fvb/n $faia^hi,6<3/^^^6<j^Bisi. 

H 15 iJ^BJ DB3-1 5?t/hi,?LM*-fefi^f^B^ (5 j^). 

^ 16 DE3-1 m'^m^¥z^mw(.5 m) . 

' ffl i7-iJiBjB2?nB3 5t:^:fe5^il#^i^ (BSSe'S.IS). 

® 18 ij^Bj B2 B3 ^tX^fei^Utt^^ (B2 ga-aM)- 



aMX 



s 




IP |W1 Bt ^* T ^-fe^^'J^P^gSS'J » 

'w^:.^i^mmmu m^mw^m^m^u m^^nm^m^ 



:&i^mm, "mmmm mmmmm) mm'^'Mif^w" ^-fess 
ErbB-3 m&mmjjm>^^m^mmErh-B-3 m&&^mmm.^m^}^Bi. 

|S:,^«?iJMs.JiL^<JRrUiSlgM, IgG, mm%G,. IgCj, IgOa IgG4. 
IgD. IgA sE IgE. 

m^m^w m\^mr-ms m^^^^^i^R^M 



mimrn^, ^i&^i^^ 25%, 15%. ^m^M^^ 

fs^ 5%. mixm^^mm&am^wmitt^^^mT^mm. ^m^j^-^^ 

i^P+S-ti: 0.1 X SSPE, 0.1% SDS, 65 "C; 

"f^T^^&l*: 0.2 X SSPE, 0.1% SDS, 50-C; (■fej^il^^/^^&'lii ) 
'ffe/^^&tt: 1 .0 X SSPE, 0.1% SDS, 50*0 ; 

m^um^mr^A^^omytmw'^mmm.y^ dna mmi^. ^ dna 
DNA K-aw^ji. mu, -^mT^mi^MK^Mm. dna m rna 

m^i^^mm^f -^iStl^^fi^jDNA^ii. 




DNA^RNAfi<]?f^DNAB2KNA>T-a» lE^^'S'^ySliliJ: RNA 

mjB^i'o ^R. js^?[E^iE'a®T^i?RNA^^giiq»j. ^^m^ 
mm^wM^^^MM^^^^T'^i^^mw n m t3 ^^Tmmi:k 

mmM^^'^^. ^mm^, dna dna >FnB 

^T\mi^m.mM'^^%, ^^^-^^-^-mu ^-^^$1^1^^ dna 

fl<]RNAm-^iSBgm^^m^$fei^^DNA&<J$t^o ^M^lt-H:* 
Kozak, ( y. C/zem.) ,266:19867-19870(1991). 5^ 

t^mm. "Mfi A iBsa c mi^^^^ igo fc e 
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B.M ErbB-3 mm. m-^m^m^si^m^-^f^ 

m^^, ErbB-3 ^-Kl^t^>ta. ^#^5^ ErbB-3 g 

ia/^m^ mwL. j^t. a> m^. s,. m 

ErbB-3 se, g^^ijjtgjts, ^mmmEvbB-3m&mmm, 

#Jg7K¥lKM#iEMW:to miu, ^ffl^j^J No.5,820,859 -^i-Jf 

6<j ErbB-3 wt.^mtf^^. ^^mmExhB-sm&^^m, 
ErbB-3 iK^5&ti>ta, m^^mmErhB-smmmm, m^m^ 

>i-S(GenBank Accession No. U29339; ^0 Hellyer ^, ^@ (Gene) , 
165(2}:279-284 (1995)), Fugu rubripes ErbB-3 (GenBank Accession No. 
AF056116; Gellner ^ Brenner.SSM^^ ( Genome Res.) , 
2£3):251-258 (1999)), A ErbB-3 (GenBank Accession No. M29366; Si 



r 



Kraus ^, ^ffl ffl^f4^^I^TiJ iProc. Natl. Acad. Set U.S.A.) , 
86:9193-9197 (1989))Bgl^^^^:5'^'^^. iJtm^, ^ ^ AW ErbB-3 6^] 

am ErbB-3 m , §e^i;bBg>iSt^ffl^:$::^rv£4' o 

^^-^mmm-^^"^. mm^n^m^m seq id no:i mmmumm 

igSEQIDNO:2 SSc SEQ ID NO:3 ^ilfi^J^^^i^^iJ^^ fit) ErbB-3 S 

mm^mmEThB-3m^. m^-m^)^^, ErbB-3 gea^j 

-^^/MI(BCG)(RatlifF,£wr. C/ro/., 2:17-21 (1992)), /hlf^btlF® (Lillehoj 
et aUAvian Dis., 37(3^ 731-40 (1993)), (Brucella 
abortus extract), W^^, SJ^IPi^n^, >?X- Z^SZliS^H. M. 

^^^^^(. Remington: The Science and Practice of Pharmacy), Alfonso 
R. Gennaro (^#), Mack fctiHfeti, 1997 ?&?7ffifti:fPMe : Sfi 

y^Tx JpX^P-f^ill^^ ( Therapeutic Peptides and Proteins: Formulation, 
Processing, and Delivery Systems) ,Banga,1999; ^^^^&MM^'^ 
fitl^^ (.Pharmaceutical Formulation Development of Peptides and 
Proteins) , Hovgaard ^ Frkjr (IS#), Taylor & Francis -2^-^, 2000; B 
I^W^^^J^^ (.Medical Applications of Liposomes) ,Lasic ^0 
Papahadjopoulos (1^^), Elsevier Science, 1998; ^^^ff^M( Textbook 
of Gene Therapy) , Jain, Hogrefe & Huber lUM^k, \99S', 
?^?ffitlS:2|s:^#j^ (Adenoviruses: Basic Biology to Gene TTierapy) ,15 



ti 




^, Seth. Landes Bioscience, 1999: ^^iJ^iJi^fi^l^^t^i+Sli^M 

iBiopharmacexUical Drug Design and Development , Wu-Pong fP 
Rojanasakul (ii^), Humana ttSI^S^i, 1999; m^^±^SkmR^: JAM 
JiU^^pj ||^;^ ( Therapeutic Angiogenesis: From Basic Science to the 
Clinic) , 28 Dole ^(^#), Springer-Verlag New York, 1999)o ErbB-3 

MS, m.^jm)^^, ^#^5^ ErbB-3 g 66^^^, m^sMt)^^-^ 
ie$iMffl-T-p|g, s^t^B. wsnmrn, ^xmm-^, nm.mm m 
$ni§-T). i^mmm mn. ^tw, mp^s^, mmm m& 

'^mm^^i'-m'/^^mum^m^nmf^iiXRmmm^m ErbB-3 m 

Mo 

ErbB-3 gfi, m-^m^)^^. m^mmErhB-sm^mmm, 
M^)^m^m'^m%^miii^^mm^ik^ ^mm, ErbB-3 na, 

ErbB-3 sfi, m^m^)^m> mmmm ErbB-3 mj^t^^m. 
m^nmmm^i^m. m-^^mmm:^^&, ErbB-3 ss. 
^m>^&i, ErbB-3 sew^^, m^y:hm)n^^mmmfT± 

-^^^ (.Remington: TTte Science and Practice of Pharmacy') , Alfonso R. 
Gennaro (11^), Mack lUm^, 1997 ^0 J), 

a, m,mmmBrhB-3m^ti^mm, mnmmm^mt^m^ 
±fs. m^mmm^. Brbs-sns, ^^i^m)^^, ^m^mEvhB-3 
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ifi^^^^Mi^!^. ^ia, Auerhach Aaerhach, Pharmacol. Ther., 

63111:265-311 (1994)). ^itM^ ^^mm^ ^^^mrffa. ^mi^L^ 

ftg!ii^DNA> Si-^^DNA. cDNA. J!g*i DNA, RNA ^^-SJl-^tl 

Mo -^iJ^P, (^ffl-=^^!jNo.5,869.305). Wm%Wi.^ (^11 

^fljNo.5.962. 274)> ^Wa^JSA^jg^Pgiy^^it^ (^H^^"J 
No.5,888, 767). m?f^?^*-40. ^^ItM^^^ritT 

*;5-^*^T^^il7. imWmm.^n^mJ^^^'^ ErbB-2 ^ ErbB-3 6<Jti 

Bb, ?L;^> bruccal. <=t^*g#^^^. ^515. ^^J©> 

BaiS> Bll^. ^iPt. PMit^ 'ts P^. IT> li^. 

T^. TM^hi'J^> ±^#> i^l^ #nB^ -i^^^ iP^x 

P^. »M> mNJl^ l^?^!^. ^J^> 

ErbB-3 gfi, sJ4^5l]Bg>tS, ErbB-3 M^fitl^^. SK^ 
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mi^ M54#. mm&M^ ^rt'^M. ammmm^o *:^r^*pr 

i^LiM^^B^M Nos. 5,736,154; 6,197,801 Bl; 5,741,511; 5,886,039; 
5,941,868; 6,258,374 Bl; 3Fn 5,686,102 4" » 

m^^w&mwLBLT^^ mmjmmmm, mmn^mmyK^o 
^mm^^mmm^-^mmo mMm^'^i^}^m^ mis 

mm^m:^^, m^m&mmm. ^^mmnm^o iSEU^m^^ 

w/v jE-^^m^mmm^i^mm^ ^ix^m^-^^^^'^Mm 
m-k^m. ErbB.3 ig^?bigjts, mmmm ErbB-3 
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ErbB-3 m%ybm}^^. mm^m ErbB-3 S'^^mm.r m 
c.ErbB-3 m&^m^\^mm^mnmmB:. mmmmnrbB-s m^m 

m^^n^n^^l^^ SEQ ID NO;2 m SEQ ID NO:3 '^m^&^^&M^ 

fli ErbB-3 m&^mf'i^^m^, m.^:i^m}^^m--Bmmmnmm 

, ErbB-3 mBrnm^l-m^i^. SEQ id N0:2 
sS^SEQIDN0:3 4'^5^6tl^*^i=^^J. ^^^f\'~^^i&mmm-^^^, 

^^mmm}^m.'^^mm ErbB-3 mn^m^^m^. m^^m)^^&^ 

■SM^ SEQ ID NO:2 Uc SEQ ID NO:3 . {75^M^h 

igsEQiDNO:5 (§6) '^m^m^.^m^MmMmmm'^mB^m^ 



15 




^ DNA m RNA m^m^^o 6^mmm)^&inm^M.mm^^Km 

m^^it^^m^^' Ausubel(^#) ^I'^^^m'^-Jjm aCun-ent 
Protocols in Molecular Biology). 2.11. ^^'^W.^'ki^Z^^^i Synthesis 
and purification of oligonucleotides) , John Wiley & Sons -^^1(2000)), 

Kmmm.^ m^mm^ m^^mm-^ ^mnm^xm^. 
m^Vi^)^^^^i'¥y^^±.m^m\ikR^^m.^^ ErbB-s ^umm 

ID No:3 m^m^mmj^n^ m^n~^'km.^:^mmr'^ ErbB-3 g 




S§ ErbB-3 S e 6<Jia^h^*^J^l£K5it&>;-S SEQ id N0:2 ^ SEQ 
ID N0:3 ^'^^f^WMSmJ^^lJ) m^BJ^MIk; b)-^ ErbB-3 56 fi^jSfi 

iii) ^^iyf^s^^o i^fii^t/ig^^-^tii^seo '^mmm^-^^ 

ii) m^3,^'&W.-B.mm^l: sgiii) S-SSe^fi^J^+ilSia^^o itb^h, ErbB-3 

ErbB-3 mBmm^mmm.n:!^m}^mmm.mm cN-my mmmn^ (c- 
Ii. mta, mmtm^v^o 01/02600 '^^ji^m^m^m^^M^n^'^o 
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i^, lK^Ti]|g>T-©-a^® SEQ ID N0:2 m SEQ ID N0:3 mm^Umm.^ 
-e-JS SEQ ID NO:2 SEQ ID N0:3 ^^^^U^l^^^^W, 

&mm^^i& ErbB-3 mmmi^m^m, mnm^)^^, seq id 

NO:2 m SEQ IDN0:3 ^^61]M*Mi¥^iJo l^t/^I^t/nTUlia-^-aiS 
i^m^^Wl^yjn^Jn^, SEQ ID NO:2 m SEQ ID NO:3 M.^^^ 

mmmm~^tiLm'^^m^m^oi)tmm, ^^w^-^m^ ErbB-3 

S^^mi/\^^mi$,m.^:^M^n^. seq id N0:2 m SEQ id N0:3 

No. 5^68.511)o ^|s|?^3t6<lifL#fg^fi^*g:*:^J^e^^Rfitlft{«r:^fe^J^ 
(^iifl, Coligan ^j^^^jftfi' (Current Protocols in 

Immunology) , John Wiley & Sons ^^(2000)). ^^'^1^±^^WM^ 

:*:^B^#EiiB3, DE3-1 ^m^^-^^^f^nxm^iBmmmm 
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:2|s::^Bj#^mB3> DE3-1 wMm^WMxm.^mmm^mm'^ 
B3. DE3-1 i¥Mmms^Mxm%mmmsf^m&^ 

% ErbB-2/ErbB-3 M^ik^'^mMo 

ErbB-3Sein:Jg: DE3-\ ^iz^nW^^m^: B3 ^XMM^JiS 

ErbB-3 tn;^,ErbB-3 ^JiBJ!M;t ErbB-3 

^-^l*M6<]tf i^lT, .^-SmS^ ErbB-3 m. 

(-) B3 25.DE3-l^m6<I^J# 

m^yr^, ^^m^m^ bi. sdsi. ErbB-s mmm^mm^'^i' 

±E#3Sm±94±J$#^^KJF5§:WPa^^^J^. B3 i^DE3-I fl<jgj# 
1. B3f!j-S-: 

B3 m^^mi^ ErbB-3 ^M^hESfifi^I cDNA0?!]. 1: 

i^ji PGR :^r^r it. ^mBn% 
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5'TCTGCGGAGTCATGAGGGC (SEQ ID NO:6) 

^\ 2, 3'TCACITGTCGTCATCGTCCTTGrAGTCrn:QCCG/<rCAGCACCA(jTGT 
(SEQ ID N0:7) 

mRm^^^iE^B (JSLS 2), m BamHI/Sall -gjiil, 5£glS 
pCDNASBamHI/xhoI 4'- 

Pi, atf 15%SDS-PAGE MM^I^^"^^^ Western-blotting 

2. DE3-1 

PGR Tmnmmm%mm ErbS-S )l^hMfi61l>t^ cDNA if^ij 
(cDNA^^'iJi Genebank), i^^OjALa 6; 
@>T-^/y^ pGEX4T-l W^W (Phamacia ) ffl BamHLCXhoI "bZItB, 
g^A pET32a itj^lcCNovagen ^H])BamHI/XhoI 4^, iltSfi W T7 
gg^^ii, N 3^-^ Trx.Tag. HisTag S-Tag^-^, SitjAlS 7o mt:^ 

DE3-1 gfi^ji: MW^^K^lll 0^*, ^ft0^5'J SmlLB+AP 
•t", i±^: 1: 100 LB+AP 4^, 37*C. 2.5-3 hrs (OD=0.6); 

^5 IPTG 37'C, 3hrs^30°C. 8hrs; A'C^'t-, 6K> lOinin; 4± 
m, mU^W.W-±; fflM. 1/20 mWvS*] PBS 
^; 4'Cl^'lL>, 12K. lOmin m^XM. 34KD fl<] @ 9). DE3-1 

se^'Wi: DE3-1 ®ettiij6^'&?i#4', ^syL^mMmmB. m.m3\ 

NTA-O ^Syl'^ CHistag Sfe'lf J^tfe^o ffi Histag ^SlM 

Wft^ih (jll^itff^^A^^) ® 10, ^{^DE3-1 g^^it^Mj^Ma^. 

(-) B3 5: DE3-1 ^0^iSff ^ 

1. B3 RYiY.z-imm'kmw^m 

Tkm 8-10 J^StS^J FVB/N $^ neuSa^>E(!i!^ ^ Jackson Lab.USA), 
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• 

mm^^^^^r mK40P., ^m^y^^R^ B2-. SD32. B3 DE3-1 
m., ^MmBSA. B2> SD32> B3 RDE3-1 CCFA, 
complete Freud's adjuvant, Sigma ^tl) M^fSr ^20^M^&. 

m—l!X> 7 ^, BSA> B2. SD32^ B3 ^DE3-1 ^mm-^M^^J 10. 
5s 10. 5. 10ng/R/^» ^JCi^^lt^Jtc 

mi.m'^mmm, mm^^-&m.iim^ neu m^nmmi fvb/n 
m^mft:^^^mm, np. fvb/n ^tsa^hEftiii-^jifei^j 5x10^^, 

MT^tlt^l+o ^^^-^H 10-14 MmPjM^ (>5mm) flt^lt 

^f^jiMM; SD32 B3 ^^mS 

^^1'24/Jnw;5, jpi&^ffi SD32 'IP b3 ^ma^jt^iiT, 6^m'^±^'^m 

n&Ptt O.lmg/ml W A1(0H)3±. ''hi.i^T^,"^,^!^; ^ 

3. ^iiM* DE3-1 ^jf^m^&^n^mm^ 
^mRmu^fif^mmmmf^:^^: i«i±(b3 RDEz-im^m^m 

^mmm.-^^m'^'^') f^n^, DE3-i$^^:j^^^5ug,20iig.80ug 
m^i^B, m^^mM^w., mft^&mmn^. 2.2tng/Kg,^^ 

m.. DE3-1 m.'^m^ O.lmg/ml &«] A1(0H)3±, ^h^^T^^^M^ 
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mw^. (■fe^sx@^V2) ^mm^-^mm. m^m 

4. B2 ^ B3 ;S£X:ffe.^JH4^^ 
iflL, ffl ELisA:^r?£iij^Jn:m^jS. o.3ug/?L6^ b2 ^-n b3 ^sy^lg^, 

^=§4^l&±^SlJI!!l^ 1: 1000 |J&#6<J B2 m B3 B2 B3 ^ftJfiLyf, 
37°CMW 30 ^i<\',jBm l%BSAmm,im~in" ^ dad Sfe is ^ 
#}>, Bio-Rad 11^7 ^JC, 450nm ,^ti!|u 





BSA+CFA 10 


19 


37.5 


B2 ^--g^M 40 


B2+CFA 5 


21 


12.5 


SD32 ^-Bt^I 40 


SD32+CFA 10 


22 


10 


B3 40 


B3+CFA 5 


20 


12.5 


DE3-1 ^^*a40 


DE3-1+CFA10 


23 


35 



:^m^B^^jm B3 R DE3-I m^m.^^mmmik^^-^m 
^ 5-8 ^B[^u:^^^%mm. :^^mn^ 50%, ^mmm4'^m:^m 
«m:^¥'M5[>iok, -^^^BrW^ih^itx. mm^T&n&mmmm^ 

ffl BSA^ B2. B3, SD32> DE3-1 ^M^^^mmA-^WL, M®^ 

±m, m^Mmm.. hKi9 mj?t!b'nf!f^m:^±mm:^±m^ 31.5%, m 
m SD32, B3.B2 m.^m:^^^ikM±m9tm^m^m 2\. iiRiom, 

J3+?i6<lE*^:$^SiJ^ 10% , 12.5%, 12.5%, ■i5&BJSD32.B3,B2 3^1&M 





2.B3 R DE3-1 mmmmnmm%^^^M 
B3 •j&-^m'^mmm%'^^^W:jiim-Rm 13-14 

m2.B3 R DE3-1 ^'^m'^M^^m^^yt^W: 





4hS fl1'li#IR(mm^)^+^SS» (g) 






histaggS+Al(OH)3 7849.8+849.8 5.76 + 0.55 




SD32 


SD32+Al(OH)3 4246.5 + 540.6 3.28+0.36 


46 


B3 ^l^ii 


B3+Al(OH)3 5271.8±658.9 3.13±0.33 


33 



m 2 13-14 ^^mf^'^M^bm^m^^^^mf^, sd32. 
B3 mRm^-\kmvm6^%\\^: 46%. 33%. m^'^mi^^^mm^ 
^^mmnui^m (p<o.oi; t 





^^misJL 5 W g, 20 U g, 80jig/P^/ 




m 


^^:i:JSL^ 3 ilS I5-I60 






1 3. DE3-1 jSmifCfltJ 






JSScft 




mmw^^imm^ wssas <g) 




8 




6742.9±657.8 4.769 ±0.56 


mmmM 


8 


histag||6+Al(OH)3 


6476.9+567.9 4.461+0.52 




8 


ADR 2.2mg/kg 


4603.1 + 478.3 3.564±0.42 25.3 


DE3-1 Si^^l 


8 


80PgDE3-l+Al(OH)3 


4810.8±460.5 3.658 + 0.37 26.3 


DE3-1 ^^k^ 


8 


20ugDE3-l+Al(OH)3 


4715.0± 434.8 3.455 ±0.41 28.9 


DE3-1 ^.5^4£ 


8 


5 U g DE3-1+A1(0H)3 


5563.7±600.6 3.687±0.45 22.4 



)A DE3-1 :^mmMMSi^m±^nmm^mm^^^M&^^- 
wl^, DE3-1 20iigmmm.mm^mn, i^2ss%^^. ^s^^m 

^m^m^.^^^M'^Kmmm (p<o.ooi.t testx mi-^^smm 
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^^^^N- 5ug, 20ug, 80iig MM^MSi'^^^^^U^^Mtf^ 26.3%. 
22.4%^ 28.9% 

4.B2 m B3 ^X^jgJili^^ 

B2 io B3 jmmmT—^m^ m m b3 g 

6M#:tl'B];tSAW^X^^Ii'l4o ^mJEg 17-18, S^^Pj^ B2 

^ B3 -#:trHl^^W3^X:fejS^.14. 

mn■»:mmm.^m b3 ^sldes-Io 

^W^m^%^, ^n^^Ul^^' to ErbB-2 ^i*, 

% ErbB-2 ^^'ik&n^mm'^±m^'mwM.w.m^^i)'ExhB-2 ^ 
?Li;^^s mM:^^mmmmm^u^ ErbB-2 -sas^jri^M^sfc ErbB-2 

M^iJ^ji. 2) ErbB-2 6<]ift^ji-tStT'StoamrtiAtfeEWl^mtt.j^ 

niSUaafifert-fS^^T She -^ErbB-2 W+iSf^ffl; 3) ^IP^M ErbB-2 
?#^^«T^i^fl6, 4) tg±i3S ErbB-2 |a)^ig-^#?]^^ 

to ErbB-2 ^^W^W^^^-^^M-^itmti^ 

m^'R^nX^^^-^'mi ErbB-3 ErbB-2 :t^hto:^— ^fftoia; 
ilStl^, :S:B^AfflBJ ErbB-2 S#to^^3i-#£:5C ErbB-2 ig#jfa ErbB-3 

s#J^mto:^^-^'^*/^*^s^:^'rfe toils 0 ^^m^s^mi^mn 

Z^Tirtom^^J*: ErbB-3 aBMm^hlx ge^tr[-(S^lBM^?^;S 

IEj^^TO BrbB-2 i^^te#gC ErbB-2 -^^#Jl4"ilt^^W^to^ 
^, MtfX>f ErbB-2 ^W^AMib^^ltift^-herceptin to gS^^m^ij. ^ 
ErbB-2 ErbB-4 ^^^'C^M^JlSto^^ii, WW. ErbB-2 S# 
ErbB-4 -^^tojf^m. i^^^-|l>($5^f^if 'l>Jin^B&toIE 

^^^^ZlJ;l]tg^^t*|g, Hjtbtl-^ ErbB-2 ^^mm^m'^^^W^-'^' 

m*HM#ss['C>;tF^si . MthJfif ErbB-3 ^wmm^-mw\^Mwm » 
Hrfn, ErbB-3 ^^^^^i^M^ierft^iM. 3mm. mm. mm 



# • 
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<130> 52401-20003.00 
<160> 11 

<170> FascSEQ for Windows Version 4.0 

<210> 1 
<21l> 1342 
<212> PRT 

<213> @A CHomo sapiens) 
<:400> 1 

Met Arg Ala Asn Asp Ala Leu Gin Val Leu 61 y Leu Leu Phe Ser Leu 

15 10 15 

Ala Arg Gly Ser Glu Val Gly Asn Ser Gin Ala Val Cys Pro Gly Thr 

20 25 30 

Leu Asn Gly Leu Ser Val Thr Gly Asp Ala Glu Asn Gin Tyr Gin Thr 

35 40 45 

Leu Tyr Lys Leu Tyr Glu Arg Cys Glu Val Val Met Gly Asn Leu Glu 

50 55 60 

He val Leu Thr Gly His Asn Ala Asp Leu Ser Phe Leu Gin Trp He 
65 70 75 80 

Arg Glu Val Thr Gly Tyr Val Leu Val Ala Met Asn Glu Phe Ser Thr 

B5 90 95 

Leu Pro Leu Pro Asn Leu Arg Val Val Arg Gly Thr Gin Val Tyr TVsp 

100 105 110 

Gly Lys Phe Ala He Phe Val Met Leu Asn Tyr Asn Thr Asn Ser Ser 

115 120 125 

His Ala Leu Arg Gin Leu Arg Leu Thr Gin Leu Thr Glu He Leu Ser 

130 135 140 

Gly Gly Val Tyr He Glu Lys Asn Asp Lys Leu Cys His Met Asp Thr 
145 150 155 160 

He Asp Trp Arg Asp He Val Arg Asp Arg Asp Ala Glu He Val Val 

165 170 175 

Lys Asp Asn Oly Arg Ser Cys Pro Pro Cys His Glu Val Cys Lys Gly 

180 185 190 

Arg Cys Trp Gly Pro Gly Ser Glu Asp Cys Gin Thr Leu Thr Lys Thr 

195 200 205 

He Cys Ala Pro Gin Cys Asn Gly His Cys Phe Gly Pro Asn Pro Asn 

210 215 220 

Gin Cys Cys His Asp Glu Cys Ala Gly Gly Cys Ser Gly Pro Gin Asp 
225 230 235 240 

Thr Asp Cys Phe Ala Cys Arg His Phe Asn Asp Ser Gly Ala Cys Val 

245 250 255 

Pro Arg Cys Pro Gin Pro Leu Val Tyr Asn Lys Leu Thr Phe Gin Leu 

260 265 270 

Glu Pro Asn Pro His Thr Lys Tyr Gin Tyr Gly Gly Val Cys Val Ala 

275 280 285 

Ser Cys Pro His Asn Phe Val Val Asp Gin Thr Ser Cys Val Arg Ala 

290 295 300 

Cys Pro Pro Asp Lys Met Glu Val Aap Lys Aan Gly Leu Lys Met Cys 
305 310 315 320 

Glu Pro Cys Gly Gly Leu Cys Pro Lys Ala Cys Glu Gly Thr Gly Ser 

325 330 335 

Gly Ser Arg Phe Gin Thr Val Asp Ser Ser Asn He Asp Gly Phe Val 

340 345 3S0 

Asn Cys Thr Lys He Leu Gly Asn Leu Asp Phe Leu He Thr Gly Leu 

355 360 365 

Asn Gly Asp Pro Trp His Lys He Pro Ala Leu Asp Pro Glu Lys Leu 

370 375 380 

Asn Val Phe Arg Thr Val Arg Glu He Thr Gly Tyr Leu Asn He Gin 

385 390 395 400 

Ser Trp Pro Pro His Met His Asn Phe Ser Val Phe Ser- Asn Leu Thr 

405 410 415 

Thr He Gly Gly Arg Ser Leu Tyr Asn Arg Gly Phe Ser Leu Leu He 
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420 








430 






i*iec 


Lys 


Asn 


L6U 


Asn 


vax inr oer 


Leu Gly 


DhA T.aii 
IrllC ALVj aeX^ XlCU 


_ 

Lys 


Glu 




A ^ C 






>A A n 










He 


Ser 


Ala 


Gly 


Arg 


xxe Tyr xxe 


B&T Ala 


Asn ' Arg Gin Leu 


Cys 


Tyr 




450 








ACS 
4 3 3 




460 






His 


His 


Ser 


Leu 


Asn 


Trp Thr Lys 


Val Leu 


Arg Gly Pro Thr 


Glu 


Glu 


4 65 










470 




A T c 
4/3 






Arg 


Leu 


Asp 




Lys 


His Asn Ajrg 


Pro Arg 


r\£^ /aa^ wya vcix 


Ala 


Glu 










48 5 




490 




495 




GXy 


Lys 


vax 


Cys 


Asp 


Pro Leu Cys 


Ser Ser 


uxy V3xy wys irp 


urxy 


Fro 






Ron 






505 


5X0 








Piro 


Gly 


Gin 


Cys 


Leu Ser cys 


flifg ^ fin 


xyjt a6c^ k»xy 


Gly 


Val 












C5 ft 










Cys 


Val 


Thr 


His 


Cys 


Asn Phe Leu 


Asn Gly 


Glu Pro Arg Glu 


fne 


Ala 












54.0 






• 

Hxs 


vXU 


Ala 


Glu 


Cys 


Phe Ser Cys 


nis trro 


vxu vys \»xn vro 


MaK 

wee 


uxu 
















333 




560 


Gly 


Thr 


Ala 


Thr 


Cys 


Asn Gly Ser 


Gly Ser 


Asp Thr Cys Ala 


Gin 


Cys 










565 




570 




575 




Ala 


His 


Phe 


Arg 


Asp 


Gly Pro His 


Cys Val 


Ser Ser Cys Pro 


His 


Gly 








580 






5 B5 


590 






Val 


Leu 


Gly 


Ala 


Lys 


Gly Pro He 


Tyr Lys 


Tyr Pro Asp Val 


Gin 


Asn 






595 






600 




605 






Glu 


Cys 


Arg 


Pro 


Cys 


His Glu Asn 


Cys Thr 


Gin Gly Cys Lys 


Gly 


Pro 




610 








615' 




620 






Glu 


Leu 


Gin 


Asp 


Cys 


Leu Gly Gin 


Thr Leu 


Val Leu He Gly 


Lys 


Thr 


625 










630 




635 




640 


His 


Leu 


Thr 


Met 


Ala 


Leu Thr Val 


He Ala 


Gly Leu val val 


He 


Phe 










645 




650 




655 




Met 


Met 


Leu 


Gly 


Gly 


Thr Phe Leu 


Tyr Trp 


Arg Gly Arg Arg 


He 


Gin 








660 








o /v 






Ash 


Lys 


Arg 


Ala 


Met 


Arg Arg Tyr 


Leu Glu 


Arg Gly Glu Ser 


xie 


Glu 






S75 






6 8 0 










Pro 


Leu 


Asp 


Pro 


Ser 


Glu Lys Ala 


Asn Lys 


val Leu Ala Arg 


He 


Pne 




£ OA 








C Q C 

by 3 










Lys 


Glu 


Tnr 


Glu 


Leu 


Arg Lys Leu 


Lys Val 


Leu Gly Ser Gly 


vax 


Phe 












710 




f X3 






Kjiy 


Tnr 


vai 


His 


Lys 


Gxy vax Trp 


He Pro 


Glu Gly Glu Ser 


Tl A 

lie 


Lys 










725 




730 




/J 9 




Tie* 


fJLO 




Cys 


Tl a 

j.xe 


Xiys VelX XXc 


Glu Asp 


uys oex^ v»xy nxg 


uxn 


OCX 








740 






745 


750 






rue 




Ala 


xr^k 1 

vo X 


Tnr 


Asp nxs neu 


Leu Al a 


X1 A Oav* T^AI4 

XX e uxy dex^ xteu 


Asp 


nxB 






755 






760 




765 






Ala. 


His 


He 


Val 


Arg 


utsu ucu w JL y 


Leu Cys 


sex 


Leu 


Gin 




770 








775 




780 






Leu 


Val 


Thr 


Gin 




Leu Pro Leu 


Gxy ser 


TiOii TiAii ^Qf^ <s 
ueu ueu nxo 


Vox 


_ 

Arg 


785 










790 




795 




BOO 


Gin 


Hi 9 


Arg 


kjA y 


AX ci 


Leu Gly Pro 


vjxn x>eu 


Leu Leu Asn Trp 


OX y 


V aX 










805 




810 




815 




Gin 


lie 


Ala 


Lys 




MpH Tvt" Tvt 


FiRii Gill 


Glu His Glv Met 


Val 


His 








820 






825 


830 








Asn 


Leu 


Ala 


Ala 


Arg Asn Val 


Leu Leu 


Lys Ser Pro Ser 


Gin 


val 






835 






840 




845 






Gin 


Val 


Ala 




Phe 


Gly Val Ala 


Asp Leu 


Leu Pro Pro Asp 


ASD 


Lvs 




850 








855 




860 






Gin 


Leu 


Leu 


TVr 


Ser 


Glu Ala Lys 


Thr Pro 


He Lys Trp Met 


Ala 


Leu 


865 








870 




875 




880 


Glu 


Ser 


He 


His 


Phe 


Gly Lys Tyr 


Thr His 


Gin Ser Asp Val 


Trp 


Ser 










885 




890 




895 




Tyr 


Gly 


val 


Thr 


Val 


Trp Glu Leu 


Met Thr 


Phe Gly Ala Glu 


Pro 


Tyr 








900 






905 


910 






Ala 


Gly 


Leu 


Arg 


Leu 


Ala Glu Val 


Pro Asp 


Leu Leu Glu Lys 


Gly 


Glu 






915 






920 




925 






Arg 


Leu 


Ala 


Gin 


Pro 


Gin He Cys 


Thr He 


Asp Val Tyr Met 


Val 


Met 




930 








935 




940 






val 


Lys 


Cys 


Trp 


Met 


He Asp Glu 


Asn He 


Arg Pro Thr Phe 


Lys 


Glu 


945 










950 




955 




960 


Leu 


Ala 


Asn 


Glu 


Phe 


Thr Arg Met 


Ala Arg 


Asp Pro Pro Arg 


Tyr 


Leu 










965 




970 




975 




val 


lie 


Lys 


Arg 


Glu 


Ser Qly Pro 


Gly He 


Ala Pro Gly Pro 


Glu 


Pro 








980 






985 


990 
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His Gly Leu Thr Aan Lys Lys Leu Glu Glu Val Glu Leu Glu Pro Glu 

99S 1000 lOOS 

Leu Asp Leu Asp Leu Asp Leu Glu Ala* Glu Glu Asp Asn. Leu Ala Thr 

1010 1015 1020 

Thr Thr Leu Gly Ser Ala Leu Ser Leu Pro Val Gly Thr Leu Asn Arg 
1025 1030 1035 1040 

Pro Arg Gly Ser Gin Ser Leu Leu Ser Pro ser Ser Gly Tyr Met Pro 

104S 1050 1055 

Met Asn Gin Glv Asn Leu Gly Glu Ser Cys Gin Glu Ser Ala Val Ser 
1060 1065 1070 

Gly Ser Ser Olu Arg Cys Pro Arg Pro Val Ser Leu His Pro Met Pro 

1075 1080 1085 

Arg Gly Cys Leu Ala Ser Glu Ser Ser Glu Gly His Val Thr Gly Ser 

1090 1095 1100 

Glu Ala Glu Leu Gin Glu Lys Val Ser Met Cys Arg Ser Arg Ser Arg 
1105 1110 1115 1120 

Ser Arg Ser Pro Arg Pro Arg Gly Asp Ser Ala Tyr His Ser Gin Arg 

1125 1130 1135 

His Ser Leu Leu Thr Pro Val Thr Pro Leu Ser Pro Pro Gly Leu Glu 

1140 1145 1150 

Glu Glu Asp Val Asn Gly Tyr Val Met Pro Asp Thr His Leu Lys Gly 

1155 1160 1165 

Thr Pro Ser Ser Arg Glu Gly Thr Leu Ser Ser Val Gly Leu Ser Ser 

1170 1175 1180 

Val Leu Gly Thr Glu Glu Glu Asp Glu Asp Glu Glu Tyr Glu Tyr Met 
11B5 1190 1195 1200 

Asn Arg Arg Arg Arg His Ser Pro Pro His Pro Pro Arg Pro Ser Ser 

1205 1210 1215 

Leu Glu Glu Leu Gly Tyr Glu Tyr Met Asp Val Gly Ser Asp Leu Ser 

1220 1225 1230 

Ala Ser Leu Gly Ser Thr Gin Ser Cys Pro Leu His Pro Val Pro lie 

1235 1240 1245 

Met Pro Thr Ala Gly Thr Thr Pro Asp Glu Asp Tyr Glu Tyr Met Asn 

1250 1255 1260 

Arg Gin Arg Asp Gly Gly Gly Pro Gly Gly Asp Tyr Ala Ala Met Gly 
1265 1270 1275 1280 

Ala Cys Pro Ala Ser Glu Gin Gly Tyr Glu Glu Met Arg Ala Phe Gin 

1285 1290 1295 

Gly Pro Gly His Gin Ala Pro His val His Tyr Ala Arg Leu Lys Thr 

1300 1305 1310 

Leu Arg Ser Leu Glu Ala Thr Asp Ser Ma Phe Asp Asn Pro Asp Tyr 

1315 1320 1325 

Trp His Ser Arg Leu Phe Pro Lys Ala Asn Ala Gin Arg Thr 
1330 1335 1340 

<210> 2 

<211> 640 

<212> PRT 

<213> (Homo sapiens > 



<400> 2 
















Met 


Arg 


Ala 


Asn 


Asp 


Ala 


Leu 


Gin Val Leu Gly Leu Leu Phe 


Ser Leu 


1 








5 






10 


15 


Ala 


Arg 


Gly 


Ser 


Glu 


val 


Gly 


Asn Ser Gin Ala Val Cys Pro 


Qly Thr 








20 








25' 30 




Leu 


Asn 


Gly 


Leu 


Ser 


val 


Thr 


Gly Asp Ala Glu Asn Gin Tyr 


Gin Thr 






35 










40 45 




Leu 


Tyr 


Lys 


Leu 


Tyr 


Glu 


Arg 


Cys Glu Val Val Met Gly Asn 


Leu Glu 




50 








55 


60 




lie 


Val 


Leu 


Thr 


Gly 


His 


Asn 


Ala Asp Leu Ser Phe Leu Gin 


Trp He 


65 








70 




75 


80 


Arg 


Glu 


val 


Thr 


Qly 


Tyr 


Val 


Leu Val Ala Met Asn Glu Phe 


Ser Thr 










85 






90 


95 


Leu 


pro 


Leu 


Pro 


Asn 


Leu 


Arg 


Val val Arg Gly Thr Gin Val 


Tyr Asp 








100 








105 110 




Gly 


Lys 


Phe 


Ala 


He 


Phe 


val 


Met Leu Asn Tyr Asn Thr Asn 


Ser Ser 






115 










120 125 




His 


Ala 


Leu 


Arg 


Gin 


Leu 


Arg 


Leu Thr Gin Leu Thr Glu He 


Leu Ser 




130 










135 


140 




Gly 


Gly 


Val 


Tyr 


He 


Glu 


Lys 


Asn Asp Lys Leu Cys His Met 


Asp Thr 


145 










150 




155 


160 
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He Asp Trp Arg Asp He Val Airg Asp Arg Asp Ala Glu He Val Val 

165 170 175 

Lys Aso Asn Gly Arg Ser Cys Pro Pro Cys His Glu Val Cys Lys Gly 

180 185 190 

Arg Cys Tro Gly Pro Gly Ser Glu Asp Cys Gin Thr Leu Thr Lys Thr 

195 200 205 

He Cys Ala Pro Gin Cys Asn Gly His Cys Phe Gly Pro Asn Pro Asn 

210 215 220 

Gin Cys Cys His Asp Glu Cys Ala Gly Gly Cys Ser Gly Pro Gin Asp 
225 230 235 240 

Thr Asp Cys Phe Ala Cys Arg His Phe Asn Asp Ser Gly Ala Cys Val 

245 250 255 

Pro Arg Cys Pro Gin Pro Leu Val Tyr Asn Lys Leu Thr Phe Gin Leu 

260 265 270 

Glu Pro Asn Pro His Thr Lys Tyr Gin Tyr Gly Gly Val Cys Val Ala 

275 280 285 

Ser Cys Pro His Asn Phe Val Val Asp Gin Thr Ser Cys Val Arg Ala 

290 295 300 

Cys Pro Pro Asp Lys Met Glu Val Asp Lys Asn Gly Leu Lys Met Cys 
305 310 315 320 

Glu Pro Cys Gly Gly Leu Cys Pro Lys Ala Cys Glu Gly Thr Gly Ser 

325 330 335 

Gly Ser Arg Phe Gin Thr Val Asp Ser Ser Asn He Asp Gly Phe Val 

340 345 350 

Asn Cys Thr Lys He Leu Gly Asn Leu Asp Phe Leu He Thr Gly Leu 

355 360 365 

Asn Gly Asp Pro Trp His Lys He Pro Ala Leu Asp Pro Glu Lys Leu 

370 375 380 

Asn Val Phe Arg Thr Val Arg Glu He Thr Gly Tyr Leu Asn He Gin 
385 390 395 400 

Ser Trp Pro Pro His Met His Asn Phe Ser Val Phe Ser Asn Leu Thr 

405 410 415 

Thr He Gly Gly Arg Ser I*eu Tyr Asn Arg Gly Phe Ser Leu Leu He 

420 425 430 

Met Lys Asn Leu Asn Val Thr Ser Leu Gly Phe Arg Ser Leu Lys Glu 

435 440 445 

He Ser Ala Gly Arg He Tyr He Ser Ala Asn Arg Gin Leu Cys Tyr 

450 455 460 

His His Ser Leu Asn Trp Thr Lys Val Leu Arg Gly Pro Thr Glu Glu 
465 470 475 480 

Arg Leu Asp He Lys His Asn Arg Pro Arg Arg Asp Cys Val Ala Glu 

485 490 495 

Gly Lys Val Cys Asp Pro Leu Cys Ser ser Gly Gly Cys Trp Gly Pro 

500 505 510 

Gly Pro Gly Gin Cys Leu Ser Cys Arg Asn Tyr Ser Arg Gly Gly Val 

515 520 525 

Cys Val Thr His Cys Asn Phe Leu Asn Gly Glu Pro Arg Glu Phe Ala 

530 535 540 

His Glu Ala Glu Cys Phe Ser Cys His Pro Glu Cys Gin Pro Met Glu 
545 550 555 560 

Gly Thr Ala Thr Cys Asn Gly Ser Gly Ser Asp Thr Cys Ala Gin Cys 

565 570 575 

Ala His Phe Arg Asp Gly Pro His Cys Val Ser Ser Cys Pro His Gly 

580 585 590 

Val Leu Gly Ala Lys Gly Pro He Tyr Lys Tyr Pro Asp Val Gin Asn 

595 600 60S 

Glu Cys Arg Pro Cys His Glu Asn cys Thr Gin Gly cys Lys Gly Pro 

610 615 620 

Glu Leu Gin Asp Cys Leu Gly Gin Thr Leu Val Leu He Gly Lys Thr 



<210> 3 
<211> 190 
<212> PRT 

<213> CHomo sapiens) 

<400> 3 

Met Arg Ala Asn Asp Ala Leu Gin Val Leu Gly Leu Leu Phe Ser Leu 

15 10 IS 

Ala Arg Gly Ser Glu Val Gly Asn Ser Gin Ala Val Cys Pro Gly Thr 



625 



630 



635 



640 



20 



25 



30 



29 




Li6U 


Asn 


Gly 


Leu 


Ser 


vox 


1 tlL 


Gly Asp 


Ala 




Gin 




Gin 


Thr 






•> c 
^ ? 










40 






45 








_ 

u6Xl 


Tyr 


Lys 


ueu 


Tyr 


Glu 


Axg 


Oys Glu ' 


Val 


Val Met 


Glv 


Asn 


X*eu 


Glu 




50 










55 






60 










zXe 


val 


Leu 


Thr 


Gly 


His 


Asn 


Ala Asp 


Leu 


Ser Phe 


Leu 


Gin 


Trp 


He 


65 










70 








75 








80 


Arg 


Glu 


Val 


Thr 


Gly 


Tyr 


val 


Leu val 


Ala 


Met A6n 


Glu 


Phe 


Ser 


Thr 








85 






90 












Leu 


Pro 


Leu 


Pro 


Asn 


Leu 


Arg 


Val val 


Arg 


Gly Thr 


Gin 


Val 


Tyr 


Asp 








100 








105 








110 






Gly 


Lys 


Phe 


Ala 


He 


Phe 


Val 


Met Leu 


Asn 


Tyr Asn 


Thr 


Asn 


Ser 


Ser 


lis 










120 






125 








His 


Ala 


Leu 


Arg 


Gin 


Leu 


Arg 


Leu Thr 


Gin 


Leu Thr 


Glu 


He 


Leu 


Ser 




130 










135 






140 










Gly 


Gly 


Val 


Tyr 


He 


Glu 


Lys 


Asn Asp 


Lys 


Leu Cys 


His 


Met 


Asp 


Thr 


145 










150 








155 








160 


He 


Asp 


Trp 


Arg 


Asp 


He 


Val 


Arg Asp 


Arg 


Asp Ala 


Glu 


He 


Val 


Val 










165 








170 








175 




Lys 


Asp 


Asn 


Gly 


Arg 


Ser 


Cys 


Pro Pro 


Cys 


His Glu 


Val 


Cys 







180 IBS 190 



<210> 4 
<2H> 1914 
<212> DNA 

<:213> CHomo sapiens) 

<400> 4 

agggcgaacg acgctctgca ggtgccgggc ctgctcccca gcctggcccg gggctccgag 60 

gtgggcaact ctcaggcagt gcgtcctggg actctgaatg gcctgagtgt gaccggcgac 120 

gctgagaacc aataccagac actgtacaag ccctacgaga ggtgtgaggt ggtgatgggg IBO 

aaccttgaga ttgtgctcac gggacacaat gccgacctct ccttcctgea gtggattcga 240 

gaagbgacag gctatgtcct cgtggccatg aatgaattct ctaccctacc attgcccaac 300 

ccccgcgtgg tgcgagggac ccaggtctac gatgggaagt ttgccaccct cgtcacgtcg 360 

aactacaaca ccaaccccag ccacgctctg cgccagctcc gcttgactca gcccaccgag 420 

atfcctgtcag ggggtgttta tattgagaag aacgataagc tttgfccacat ggacacaatt 400 

gactggaggg acatcgtgag ggaccgagat gctgagatag cggtgaagga caacggcaga 540 

agctgtcccc cctgtcatga ggtttgcaag gggcgatgct ggggtcctgg atcagaagac 600 

tgccagacat tgaccaagac cacctgtgct cctcagtgta atggtcactg ctttgggccc 660 

aaccccaacc agcgctgcca tgatgagtgt gccgggggct gctcaggccc tcaggacaca 720 

gactgctttg cctgccggca cttcaatgac agtggagcct gtgtacctcg ctgtccacag 790 

cctcttgtct acaacaagct aacctcccag ctggaaccca atccccacac caagtatcag 840 

tatggaggag tttgtgtagc cagctgtccc cataactttg tggtggatca aacatcctgt 900 

gccagggcct gtcctcccga caagatggaa gtagataaaa acgggctcaa gatgtgcgag 960 

ccttgtgggg gactatgtcc caaagcctgt gagggaacag gctctgggag ccgcttccag 1020 

actgtggact cgagcaacat tgatggattt gtgaactgca ccaagatcct gggcaacctg 1080 

gactttctga tcaccggcct caatggagac ccctggcaca agatccctgc cctggaccca 1140 

gagaagctca atgtcttccg gacagtacgg gagatcacag gttacctgaa catccagccc 1200 

cggccgcccc acatgcacaa cttcagtgtt ttttccaatc tgacaaccat tggaggcaga 1260 

agcctctaca accggggctt ctcattgttg atcatgaaga acttgaatgt cacatccctg 1320 

ggcttccgat ccctgaagga aattagtgct gggcgtatct atataagtgc caataggcag 1380 

ctctgctacc accactccct gaactggacc aaggtgcttc gggggcctac ggaagagcga 1440 

ctagacatca agcataatcg gccgcgcaga gactgcgtgg cagagggcaa agtgkgtgac 1500 

ccactgtgct cctctggggg atgctggggc ccaggccctg gtcagtgctt gtcctgtcga 1560 

aattatagcc gaggaggtgt ctigtgtgacc cactgcaact ttctgaafcgg ggagcctcga 1620 

gaatttgccc atgaggccga atgcttctcc tgccacccgg aatgccaacc catggagggc 1680 

actgccacat gcaatggctc gggctctgat acttgtgctc aatgtgccca ttttcgagat 1740 

gggccccact gtgtgagcag ctgcccccat ggagccccag gcgccaaggg cccaarctac 1800 

aagtacccag atgttcagaa cgaatgtcgg ccctgccatg agaactgcac ccaggggtgt 1860 

aaaggaccag agcttcaaga ctgtttagga caaacactgg tgctgatcgg caaa 1914 

<210> 5 

<211> 47S 
<212> DNA 

<213> (Homo sapiens) 

<400> 5 

gatcctgtcc tgggactctg aatggcctga gtgtgaccgg cgatgctgag aaccaatacc 60 

agacactgta caagctctac gagaggtgtg aggtggtgat ggggaaccct gagattgtgc 120 

tcacgggaca caatgccgac ctctccttcc tgcagtggat tcgagaagtg acaggctatg 180 

tcctcgtggc catgaatgaa tinctctactc taccattgcc caacctccgc gtggtgcgag 240 

ggacccaggt ctacgatggg aagtttgcca tcttcgtcat gttgaactat aacaccaact 300 



30 





ccagccacgc 
tttatattga 
tgagggaccg 



tctgcgccag ctccgcttga ctcagctcac cgagattctg tcagggggtg 
gaagaacgat aagctttgtc acatggacac aattgaccgg agggacatcg 
agacgccgag atagtggtga aggacaatgg cagaagctga ctcga 



3S0 
420 
475 



<210> 6 
<21I> 19 
<212=i DNA 

<2i3> AX/y^'U 

<220> 
<223> 

<400> 6 

tctgcggagc catgagggc 19 

<2io> 7 
<211> 48 
<2i2> DNA 

<2i3> Ax;^?!l 

<220> 
<223> 



<210> B 
<211> 25 
<212> DNA 

<213> AX/9=^^*fJ 

<220> 

<:223> -J|#y 
<400> 8 

cccagagatt tfcctgcggag tcatg 25 

c210> 9 
<:2H> IS 
<i212> DNA 
<213> AX^^iS'lJ 

<220> 

<223> 'J|i^ 



<210> 10 
<211> 16 
<212> DNA 

<213> AXri=3^ll 

<220> 

<223> ^\{^J 
<400> 10 

gccacggctg atatcg 16 

<210> 11 
c211> 23 
<212> DNA 

c2l3> AXi^iS^i) 

<:220> 

<223> ^ji^ 
«400> 11 

gcaccaccac caccaccact gag 23 



<400> 7 

tgtgaccacg actagccgtt tckgabgttc ctgctactgc tgttcact 



48 



<400> 9 

gacgacgacg acaag 



15 



31 





i}L m ^ m m 



ffll. B3 ciyiSA^^i (SEQ ID MOM) 



agggcgaa cgacgctctg caggtgctgg gcttgctttt cagcctggcc cggggctccg 

aggtgggcaa ctctcaggca gtgtgtcctg ggactctgaa tggcctgagt gtgaccggcg 

atgctgagaa ccaataccag acactgtaca agctctacga gaggtgtgag gtggtgatgg 

ggaaccttga gattgtgctc acgggacaca atgccgacct ctccttcctg cagtggattc 

gagaagtgac aggctatgtc ctcgtggcca tgaatgaatt ctctactcta ccattgccca 

acctccgcgt ggtgcgaggg acccaggtct acgatgggaa gtttgccatc ttcgtcatgt 

tgaactataa caccaactcc agccacgctc tgcgccagct ccgcttgact cagctcaccg 

agattctgtc agggggtgtt tatattgaga agaacgataa gctttgtcac atggacacaa 

ttgactggag ggacatcgtg agggaccgag atgctgagat agtggtgaag gacaatggca 

gaagctgtcc cccctgtcat gaggtttgca aggggcgatg ctggggtcct ggatcagaag 

actgccagac attgaccaag accatctgtg ctcctcagtg taatggtcac tgctttgggc 

ccaaocccaa ccagtgctgc catgatgagt gtgccggggg ctgctcaggc cctcaggaca 

cagactgctt tgcctgccgg cacttcaalg acagtggagc ctgtgtacct cgctgtccac 

agcctcttgt ctacaacaag ctaactttcc agotggaacc caatocccac accaagtatc 

agtatggagg agtttgtgta gccagctgtc cccataactt tgtggtggat caaacatcct 

gtgtcagggc ctgtcctcct gacaagatgg aagtagataa aaatgggctc aagatgtgtg 

agccttgtgg gggactatgt occaaagcct gtgagggaac aggctctggg agccgcttcc 

agactgtgga ctcgagcaac attgatggat ttgtgaactg caccaagatc ctgggcaacc 

tggactttct gatcaccggc ctcaatggag acccctggca caagatccct gccctggacc 

cagagaagct caatgtcttc cggacagtac gggagatcac aggttacctg aacatccagt 

cctggccgcc ccacatgcac aacttcagtg ttttttccaa tttgacaacc attggaggca 

gaagcctcta caaccggggc ttctcattgt tgatcatgaa gaacttgaat gtcacatctc 

tgggcttccg atccctgaag gaaattagtg ctgggcgtat ctatataagt gccaataggc 

agctctgcta ccBccactct ttgaactgga ccaaggtgct tcgggggcct acggaagagc 

gactagacat caagcataat cggccgcgca gagactgcgt ggcagagggc aaagtgtgtg 

acccactgtg ctcctctggg ggatgctggg gcccaggccc tggtcagtgc ttgtcctgtc 

gaaattatag ccgaggaggt gtctgtgtga cccactgcaa ctttctgaat ggggagcctc 

gagaatttgc ccatgaggcc gaatgcttct cctgccaccc ggaatgccaa cccatggagg 

gcactgccac atgcaatggc tcgggctctg atacttgtgc tcaatgtgcc cattttcgag 

atgggcccca ctgtgtgagc agctgccccc atggagtcct aggtgccaag ggcccaatct 

acaagtaccc agatgttcag aatgaatgtc ggccctgcca tgagaactgc acccaggggt 

gtaaaggacc agagcttcaa gaotgtttag gacaaacact ggtgctgatc ggcaaa FLAG 



I 




®2 ^3 ^^^^tf^m^^^m 



J 2 3 ■) 5 6 7 8 9 10 



5^/ 



5.0K 
1.9K 



H3 B3 ^it^i^^^^:^^^ 




S4 B3S-^M^ 

1 2 3 4 5 6 7 




2 




S 5 B3 ( SEQ ID NO: 2 ) 

1 MRANDALQVL OLLFSLARCS EVCNSQAVCP GTLNGLSVTC DABNQYQTLY KLYERCEWM 
61 CNLEIVLTGH NADLSFLQWI REVTGYVLVA MNEFSTLPLP NLRWRGTQV YDGKFAIFVM 
121 LNYNTMSSHA LRQLRLTQLT EILSCGVYIE KNDKLCHMDT IDWRDIYRDR DAEIVVKDNG 
181 RSCPPCHEVC KCRCWCPGSE DCQTLTKTIC APQCNCHCFG PNPNQCCHDE CAGGCSGPQD 
241 TDCFACRHFN DSGACVPRCP QPLYYIiKLTF QLEPWPHm QYGGVCVASC PHNFYVOQTS 
301 CVRACPPDKM EVDKKCLKMC EFCGGLCPKA CECTGSGSRF QTVDSSNIDG FVNCTKILCN 
361 LDFLITCLNG DPVHKIPALO PBXLNVFRTY REITGYLKTQ SWPPHMHMFS VFSNLTTIGC 
4 21 RSLYNRCFSL LIMKNLNVTS LCFRSLKEIS AGRTYISANR QLCYKflSLNW TKVLRCPTEE 
481 RLDIKRNRPR RDCVAEGKVC DPLCSSGGCW GPGPGQCLSC RNYSRGGVCY THCNFLNGEP 
541 REFAHEAECF SCHPBCQPME GTATCNGSGS DTCAQCAHFR DGPHCVSSCP HGYLCAKCPI 
601 YK.yPDVQNEC RPCHENCTQG CJCGPELQDCL GQTLYLIGiCT 



B6. DE3-1cDNA;^^J (SEQ ID NO: 5 ) 

gatcctgtcctg ggactctgaa tggcctgagt gtgaccggcg atgctgagaa ccaataccag 

acactgtaca agctctacga gaggtgtgag gtggtgatgg ggaaccttga gattgtgctc 

acgggacaca atgccgacct ctccttcctg cagtggattc gagaagtgac aggctatgtc 

ctcgtggcca tgaatgaatt ctctactcta ccattgccca acctccgcgt ggtgcgaggg 

acccaggtct acgatgggaa gtttgccatc ttcgtcatgt tgaactataa caccaactcc 

agccacgctc tgcgccagct ccgcttgact cagctcaccg agattctgtc agggggtgtt 

tatattgaga agaacgataa gctttgtcac atggacacaa ttgactggag ggacatcgtg 

agggaccgag atgctgagat agtggtgaag gacaatggca gaagcTGA ctcga 

m 7. DE3-1 ^^^^j^^m^^ 

(SEQ ID NO: 9) 

T7 promoter Trx, Tag His. tag s. Tag cntcrokinase 

^ I I EH ZZ3 GACGACGACGACAAG 

CCCATCCCTCATATCC GCACCACCACCACCaCCACTCaC (SEQ ID NO: 11) 

(SEQ ID NO: 10) 



gatcctgtcctg ggactctgaa tggcctgagt gtgaccggcg atgctgagaa ccaataccag 

acactgtaca agctctacga gaggtgtgag gtggtgatgg ggaaccttga gattgtgctc 

acgggacaca atgccgacct ctccttcctg cagtggattc gagaagtgac aggctatgtc 

ctcgtggcca tgaatgaatt ctctactcta ccattgccca acctccgcgt ggtgcgaggg 

acccaggtct acgatgggaa gtttgccatc ttcgtcatgt tgaactataa caccaactcc 

agccacgctc tgcgccagct ccgcttgact cagctcaccg agattctgtc agggggtgtt 

tatattgaga agaacgataa gctttgtcac atggacacaa ttgactggag ggacatcgtg 

agggaccgag atgctgagat agtggtgaag gacaatggca gaagcTGA ctcga 
(SEQ ID NO: 5) 




3 



DB3-1 M^^m.m'^^zm 




12 3 



DE3-1 #-1^*3^ 



1)^1 C^f 




12 3 4 



4 



10 DE3-lS-6^'fc 



34KD 



1 2 3 4 5 6 7 8 



a 11 DE3-1 (SBQ ID NO: 3) 

1 MRANDALQVL GLLFSLARGS EVGNSQAVCP GTLNCLSVTG DAENQYQTLY KUERCEVVM 

61 GNLEIVLTGH NADLSFLQWI REVTCYVLVA MNEFSTLPLP NLRVVKGTQV YDGKFAIFVM 

121 LNYNTNSSHA LRQLRLTQLT BILSGCVYIE ODKLCHMDT IDWRDIVRDR DAEIVVKDNG 

181 RSCPPCHEVC 



B3 A DES-l j^^^ FVB/N M^M^^Bi^ 
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6 





7 
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